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wpAT TS CL ATMED IS: 

1 . V pharmaceutical composition comprising a pharmaceutically acceptable excipient 
a compound of formula I: 
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or a phaimaceuticaUAacceptable salt thereof, wherein: 
Yis-S(0>or-S(0) 2 -;W 
Z is -NR l R 2 or -OR 3 ; wherein R 1 and R 2 are independently selected from 
hydrogen, 

substimted or unsubWuted (^ClOJalkyl, 
substituted or unsubstituted (Cl-C10)alkoxy, 
substituted or unsubstifuted (C3-C6)alkenyl, 
substituted or unsubstituW (C2-C6)_heteroaI^rl, 
substituted or unsubstituted (C3^6)heteroajkeoxk__ 
substituted or unsubstituted (C3-C6)alkynyl, 
substituted or unsubstitutedVc3-C8)cycloalkyl, 
substituted or unsubstituted (C5-C7)cycloalkenyl, 
subsu^tedor-unsubstimted(C5-C7)cycioalkadienyl, 

^ substituted^* unsubstituted aryl 
substituted or unsubstituted arylc 
substituted or unsubstituted aryl-<$3-C8)cycloalkyl, 
substituted or unsubstituted aryKcVc^cycloalkenyl, 
substituted or unsubstituted aryloxy-\C3-C8)cycloalkyl, 
substituted or unsubstituted aryl-(Cl-<C4)alkyl, 
substituted or unsubstituted aryl-(Cl-04)alkoxy, 
substituted or unsubstituted aryl-{Cl-C4^heteroalkyl, 
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substituted or unsubstituted aryl-(C3-C6)alkenyl, 
substituted or unsubstituted aryloxy-(Cl-C4)alkyl, 
substituted or unsubstituted aryloxy-<C2-C4)heteroalkyl, 
substituted or unsubstituted heteroaryl, 
substituted \r unsubstituted heteroaryloxy, 
substituted orWsubstituted heteroaryl-(Gl-C4)alkyl, 
substituted or uWbstituted heteroaryl-(Cl-C4)alkoxy, 
substituted or unsubstituted heteroaryl-(Cl-C4)heteroalkyl, 
substituted or unsuWtuted heteroaryl-<C3-C6)alkenyl, 
substituted or unsubs\ituted heteroaryloxy-(Cl -C4)alky 1, and 
substituted or unsubstiVted heteroaryloxy-(C2-C4)heteroalkyl, 
wherein R» and R 2 may be connected by a linking group E to give a substituent of the formula 



wherein E represents a bond, (CI <*) ^lene, or (C1-C4) heteroalkylene, and the ring 
formed by R l , E, R 2 and the nitrogen atoria contains no more than 8 atoms; 
and where R3 is a substituted or ur*ubstitu\d aryl or heteroaryl group, wherein said 
compound I has pharmacological activity. 

2. ' The composition of claim 1, wherein, in ihe compound of formula I, 

Y is S0 2 and 

Z is NR'R 2 ; wherein R 2 is optionally substituted aryl or optionally substituted 
heteroaryl. 

3. The composition of claim 2, wherein R> is hydrogen or lower alkyl, R 2 is optionally 
substituted phenyl or optionally substituted pyridyl, and ttiere is no linking group E between 
R« and R 2 . 



30 4. The composition of claim 3, wherein R' is hydrogen or niethyl and R 2 is substituted 
phenyl, wherein the substituents on R 2 , ranging in number from one to four, are 
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m depe\ntly chosen from lower alkyl, hydroxy, lower a&oxy, amino optionally substituted 
with one^stwo !<> wer "M* optionally substituted arylamino, optionally substituted 
heteroarylanuW optionally substituted phenoxy, and halogen. 
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5. Hie compoWn of claim 4, wherein RUs^ydrognand R* is substituted phenyl, 
wherein the substitueats on R 2 are independently chosen from amino, (lowertalkylamino, and 
$J i diGoww)alkylamino f ^relocated -at 
QjfJlJ in relation to the sulfonamide) group. 

10 6. The composition of claflm 5, wherein the compound is 

4^^^_Diemylammo>l-pentafluortphenylsulfonaniidobenzene, 
5 3^iV'-Dimemylammo>l-pentafluorYhenylsuifonamid 
4_Ainmo-l-pentafluorophenylsulfonan^dobenzene, or 

15 4^Ar#:DimemylammoH-pentafl^ 



7. The composition of claim 6, whereinthe compound is 
4^iS/;^Dimemylammo)-l-pentafluorophenylsMfonanudob 



O 20 8. The composition of claim 2, wherein the compound is 



Pentafluorophenylsulfonamidobenzene. 

9. The composition of claim 3, wherein R» is hydrWn, and R 2 is phenyl substituted at 
positions 3- and 4-, in relation to the sulfonamido group.W a divalent moiety that forms a 

25 5- or 6- membered ring together with carbons 3- and 4- of tHe phenyl ring. 

10. The composition of claim 9, wherein the divalent moiet^is: -OCH 2 CH 2 0-, 
-OCH 2 0-, -C=CNH-, or -C=NNH-. 

30 11. The composition of claim 1 0, wherein the compound is 
1 ^-Emylenedioxy^pentafluorophenylsulfonamidobenzene, 



75 



l^ethylenedioxy^pentafluorophenylsulfonamidobenzene, 

5-Pen^uorophenylsulfonamidoindazole, or 
5-Pentaj^rophenylsulfonamidoindole. 

12. The composition of claim 4, wherein R» is hydrogen, and the substituents on R* are 
independently Xed from halogen, hydroxy, lower alkyl, lower alkoxy, amino, 

Xjj. (iower)alkylammo,^diOower)alkylammo^ 

13. The composition^ claim 12, wherein the substituents on R* are independently 
10 selected from bromo, chlo\ fluoro, hydroxy, methoxy, ethoxy, amino, and dinoemylamino. 



14. The composition of chimV therein the substituents on R* are independently selected 
fiom bromo, chloro, fluoro, hydroxy, methoxy, and ethoxy. 



3; a \ # 

Jf 15 15. The composition of claim HWierein 
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the substituents on R 2 are at one or more of 



positions 



3 . and 4- of the phenyl ring,\n relation to the sulfonamide group. 
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The composition of claim 15, wheW R* is monosubstituted phenyl. 



20 17. The composition of claim 16, whereirkhe compound is 
4-Methoxy-l-pentafluorophenylsulfonarmdobtozene, 

3- Hydroxy-l-pentafluorophenytsulfonarmdobentene, 

4- Hydroxy- 1 -pentafluorophenylsulfonamidober 
4-Ethoxy-l-pentafiuorophenylsulfonamidobenzene, 
3-Emoxy-l-pentafluorophenylsulfonamidobenzene, 
3-Phenoxy-l-pentafluorophenylsulfonamidobenzene, 

3- Memoxy-l-pentafluorophenylsulfonamidobenzene, or 

4- /c^Butoxy4-pentafluorophenylsulfonamidobenzene. 

30 18. The composition of claim 16, wherein the compound is^ 
3 -Chloro- 1 -pentafluoropheny Isuifonamidobenzene, or 
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4-Chloro-\pcntafluoro 1 -nylsulfonamidobenzene. 



1 9. The composition of claim 1 5, wherein R 2 is disubstituted phenyl. 

5 20. The composition of claim 1 9, wherein the compound is 
A I i^-Dimethoxy^peVtafluorophenylsulfonamidobenzene, 
vA' i_ 2-Hydroxy-l-methox^4-pentafluorophenyls\ilfonaniidober^^ 
l^.Dihydroxy^pentafluorophenylsu^ 

2-Hydroxy-l-memoxy^Wafluorophenyl^ monosodium salt, or 

10 2-Hydroxy-l-methoxy^Atafluorophenylsulfonamidobenzene, monopotassium salt. 
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21. The composition \ of claim 19, wherein the compound 
2-Huoro-l-memoxy^pentafluorophenylsulfonamidobenzene, 
2-Bromo-l-methoxy^pentafluoroVhenylsiilfonamidobenzene, 
2^Woro-l-memoxy^pentafluoropnfinylsulfonamidobenzene, 
2-nuorc-l-memoxy^pentafluorophelwlsulforiamidobenzene, sodium salt, or 
2-nuoro-l-memoxy^penta£luorophen)|lsulfonamidober^ potassium salt. 

22. The composition of claftn 20, wherein the compound 
2-Hyo!roxy-l-memoxy^penMuorophenylsyfonainidobenzene. 



23. The composition of claim 20, wherein the compound is 
2-Hydroxy4-memoxyU-pentafluorophenylsulforWdobenzene, monosodium salt. 

25 24. The composition of claim 21, wherein the compound is 
2-Fluoro-l -memoxy^pentafluorophenylsulfonamidoDenzene. 
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25. The composition of claim 2 1 , wherein the compound is 
2-nuoro-l-memo^^pentafluorophenylsiuTonanndobenz)me, sodium salt. 

26. The composition of claim 21 , wherein the compound is 
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2-Fluor 



27. 



4-methoxy^pentafluorophenylsulfonamidobenzene, potassium salt. 
nXomposition of claim 12, wherein R 2 is a trisubstituted phenyl. 



5 28. The Composition of claim 21, wherein the compound is 
2-Bromo.i-mVthoxy.4.pentafluorophenylsulfon a midobenzene, or 

^_ 2-Chloro- 1 -metho^^pentafluoropheny IsulfoMinidobenzene. 

29. The composition of claim 12, wherein the compound 1S 
10 i^Dimemyl-4-pentafl^ 
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The composition of cL 1, wherein in the compound of formula I, 



Y is SO, and 



Z is NR l R 2 , where R« \ hydrogen or lower alkyl, and R 2 is an unsubstituted or 
15 optionally substituted naphthyl group. 

31. The composition of \laim 30, wherein the compound is 
7-Hydroxy-2-pentafluorophenylsulfonaMdonaphthalene. 



I* 20 32. The composition of claim 4, wheremR 2 is a phenyl group substituted by phenoxy or 
optionally substituted phenoxy. 

33. The composition of claim V wherein the compound is 
3-Phenoxy-l-pentafluorophenylsulfonamidobenzei 

25 

34. The composition of claim 3, wherein R 2 is a pflfinyl ring substituted by a heterocyclic 
group at the 4- position, in relation to the sulfonamido g^up. 

/.laiin 17 wherein the compound is 

35. The composition of claim w. wuywu r 

30 4.Methoxy-l-pentafluorophenylsulfonamidobenzene. 
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36. TBe composition of claim 2, wherein R 1 and R 2 are covalently joined in a moiety that 
forms a 5- ot 6- membered heterocyclic ring with the nitrogen atom of NR l R 2 . 

37. The condition of claim 36, wherein R l is a -CH=CH- group linked to the 2- 
position of the R 2 Vhenyl group, in relation to the sulfonamido group, forming an optionally 
substituted indole. \ 

38. The composition of claim 37, wherein the compound is 
1 -pentafluorophenylsulfonwindole. 

39. The composition of claim 36, wherein R 1 is a -(CH 2 ) 3 - group linked to the 2- position 
of the R 2 phenyl group, in^elation to the sulfonamido group, forming an optionally 
substituted 1,2,3,4-tetrahydr^uinoline. 

40. The composition of claim 39, wherein the compound is 
1 -pentafluoropheny lsulfony 1- 1 ,2,3 ,4-tetralWdroquinoIine. 

41. The composition of claim 2, wherein R l is an optionally substituted (C2-C10)alkyl or 
optionally substituted (C2-C6)heteroalkyl. \ 

42. The composition of claim 41 , wherein the compound is 

2-Hydroxy- 1 -methoxy-4-[N-(5-hydroxypent- 1 -y i)pehtafluoropheny l-sulfonamido]benzene, 

4-Methoxy- 1 -[N-(2-propenyl)pentafluoropheny lsulfortamidojbenzene, 

4-Methoxy- 1 -[N-(4-penteny l)pentafluoropheny lsulfonamido]benzene, 

1 -[N-(2,3 -Dihydroxypropy 1) pentafluorophenylsidfonamiao]-4-methoxybenzene, 

i-[N-(3,4-Dihydroxybutyl)pentafluorophenylsul^^ 

l-{N-(4,5-Dihydroxypentyl)pentafluorophenyU^^ 

1 -[N-(4-hydroxybutyi)pentafluorophenyk or 
4-Methoxy- 1 -[N-(5-hydroxypenty i)pentafluoropheny isulfonamidto]benzene. 

43. A method of treating or preventing a disease state characterized by abnormally high 



79 



IcvelsW low density lipoprotein particles or cholesterol in the blood, which method 
comprises administering to a mammalian subject in need thereof a therapeutically effective 
amount of\ composition containing a compound of formula I 




si 



I* 
O 



Hi 



10 or a pharmaceutically acceptable salt thereof, wherein: 
Y is -S(0> or -S(0)2-; 

Z is -NR [ R 2 or -OR 3 ; where and R 2 are independently selected from 
hydrogen, 

substituted or unsubstituteM (Cl-C10)alkyl, 
1 5 substituted or unsubstituted\C 1 -C 1 0)alkoxy , 

substituted or unsubstituted (Q3-C6)alkenyl, 
substituted or unsubstituted (C2u:6)heteroalkyl, 
substituted or unsubstituted (C3-06)heteroalkenyl, 
substituted or unsubstituted (C3-C&alkynyl, 
p 20 substituted or unsubstituted (C3-C8)cVcloalkyl, 

substituted or unsubstituted (C5-C7)cyWoalkenyl, 
substituted or unsubstituted (C5-C7)cycl\alkadienyl, 
substituted or unsubstituted aryl, 
substituted or unsubstituted aryloxy, 
25 substituted or unsubstituted aryl-(C3-C8)cycIbalkyl, 

substituted or unsubstituted aryl-(C5-C7)cycloalkenyU 
■ substituted or unsubstituted aryloxy-(C3-C8)cyc\oalkyl, 
substituted or unsubstituted aryt-(Cl-C4)alkyl, 
substituted or unsubstituted aryl-(Cl-C4)alkoxy, 
30 substituted or unsubstituted aryl-(Cl-C4)heteroalkyl,\ 

substituted or unsubstituted aryl-(C3-C6)alkenyl, 
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substituted or unsubstituted aryloxy-<Cl-C4)alkyl, 
substituted or unsubstituted aryloxy-(C2-C4)heteroalkyl, 
substituted of unsubstituted heteroaryl, 
substituted\or unsubstituted heteroaryloxy, 
substituted dr unsubstituted heteroaryl-(Cl-C4)alkyl, 
substituted orVinsubstituted heteroaryl-(Cl-C4)alkoxy, 
substituted or uWbstituted heteroaryl-(Cl-C4)heteroalkyl, 
substituted or unsubstituted heteroaryl-(C3-C6)alkenyi, 
substituted or unsubstituted heteroaryloxy-(Cl-C4)alkyl, and 
substituted or unsuWrtituted heteroaryloxy-(C2-C4)heteroalkyl, 
wherein R 1 and R 2 may be connected by a linking group E to give a substituent of the formula 
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N R 

wherein E represents a bond\ (C1-C4) alkylene, or (C1-C4) heteroalkylene, and the 
ring formed by R 1 , E, R 2 and tHe nitrogen contains no more than 8 atoms; 
and where R 3 is optionally substituted aVyl or optionally substituted heteroaryl. 

44. The method of claim 43 wherein, in\he compound of formula I, 
YisS0 2 and 

Z is NR l R 2 ; where R 2 is optionally substituted aryl or optionally substituted 
heteroaryl. 



45. The method of claim 44, wherein R l is hydrogen or lower alkyl, R 2 is optionally 
25 substituted phenyl, and there is no linking group E bVtween R 1 and R 2 . 



46. The method of claim 45, wherein R' is hydrogen or methyl, and the substituents on 
R 2 are independently chosen from lower alkyl, hydroxy, lower alkoxy, amino, amino 
optionally substituted with one or two lower alkyls, Optionally substituted arylamino, 
30 optionally substituted heteroarylamino, optionally substituted phenoxy, and halogen. 
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47. The\method of claim 46, wherein the compound is chosen from: 
4.(N,N-^methylamino)-l-pentafluorophenylsulfonamidob e nz e ne, 

3^,N-Dimemylanimo)-l-pentafluorophenylsulfonamidobenzene, 
1 ^-Emylene<lioV^pentafluorophenyls\Ufonamidobenzene, 
l>Me%lenedloV^pentafluorophenylsiuTonamidobeiizene, 
l^Dimethoxy^pVtafluorophenylsulfoiiamidobenzene, 
2-Hyo^oxy-l-metho^^pentafluorophenylsulfonamidobenzene, 

2- nuoro-l-methoxy^entafluorophenylsiuTonamidobenzene, 
4-Methoxy- 1 -pentafluortrohenylsulfonamidobenzene, 

3- Hydroxy-l-pentafluoroOTienylsulfonamidobenzene, 

4- Hydroxy- 1 -pentafluorophW Isulfonamidobenzene, 

1 ^-Dimethyl-4-pentafluoropHenylsulfonamidobenzene, 
4-(N^-Diemylamino)-l-pentafUiorophenylsulfonamidobenzene, 

4- Amino- 1 -pentafluoropheny Isulfonamidobenzene, 
Pentafluorophenylsulfonamidobenaene, 

5- Pentafluorophenylsiilfonamidoindazole, 
5-PentafluorophenylsulfonamidoindolV 
4^,N-Dunemylanuno)-l-(N-memyl^ 

4^,N-Dmiemylammo)-l-(pentafluorop\enylsulfonamido)benzene, 

1,2-Dmyo^oxy^pentafluorophenylsulfonamidobenzene, 

4-Ethoxy-l-pentafluorophenylsulfonamidoBenzene, 

3,5-Dimemoxy-l-pentafluorophenylsulfonaniidobenzene, 

3-Ethoxy-l-pentafluorophenylsulfonamidobenkene, 

7-Hydroxy-2-pentafluorophenylsulfonamidonaphthalene, 

3-Phenoxy- 1 -pentafluoropheny Isulfonamidobenzene, 

3-Methoxy-l-pentafluorophenylsulfonamidobenzeVie, 

4(l-Morpholino)-l-pentafluorophenylsulfonamidoBenzene, 

5-Pentafluorophenylsulfonamido- 1 ,2,3-trimethoxybekzene, 
2-Hydroxy-l,3-memoxy-5-pentanuorophenylsulfonamidobenzene, 
U-Dihydroxy-3-methoxy-5-pentafluorophenylsulfonaniidobenzene, 

5-Pentafluorophenylsulfonamido- 1 ,2,3-trihydroxybenzer 
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1.3- Dimethoxy-2-hydroxy-5-pentafluorophenylsulfonamidobenzene, 
l^-Dihydi^O-methoxy-5-pentafluorophenylsdfonamidobenzene, 

5-PentafluoroWnylsulfonanudo- 1 ,2,3-trihydroxybenzene, 

3- Hydroxy-5-niWoxy-l-pentafluorophenylsulfonaniidoben2ene, 
3 ,5-Dihydroxy- 1 -Ventafluoropheny lsulfonamidobenzene, 

2-Fluoro- 1 -metho^4-(N-methylpentafluorophenylsiilfonainido)benzene, 
2-Bromo- 1 -methoxy\-pentafluorophenyls\olfonamidobenzene, 
2-Cbloro- 1 -methoxy-4^ntafluorophenylsulfonamidobenzene, 
4<N^-Dimethylamino)\-pentafluorophenylsxUfonanudobenzenehydrocbJori 

3 .4- Difluoro- 1 -pentafluoropheny lsulfonamidobenzene, 

4- Trifluoromethoxy- 1 -pentafluorophenylsulfonamidobenzene, 
2-CUoro-5-pentafluorophenyls\dfonamidopyridine, 

2-Hydroxy-l-methoxy^-[NK5-hyroxypentyl)pentafluorophenylsulfonamido]b^ 
4-( 1 , 1 -Dimethy l)ethoxy- 1 -pentafluVophenylsulfonamidobenzene, 
2-Bromo-3-hydroxy-4-methoxy- 1 -peWluorophenylsiilfonamidobenzene, 
2-Bromo-4-methoxy-5-hydroxy- 1 -pentiu^uorophenylsulfonamidobenzene, 

1- Bromo^-fluoro-5-methoxy-2-pentafluo^ophenylsulfonainidobenzene, 

2- Hydroxy-l-methoxy^-pentafluorophenylsulfonamidobenzene; sodium salt, 
2-Hyd^xy-l-methoxy^pentafluorophenylsVlfonaniidobenzene; potassium salt, 
2-Fluoro-l-methoxy^pentafluorophenylsulfoWnidobenzene; sodium salt, 

2- Fluoro4-methoxy-4-pentafluorophenylsulfonWidobenzene; potassium salt, 

3- Chloro-l -pentafluorophenylsulfonamidobenzene 

4- Chloro-l-pentafluor6phenylsulfonamidobenzene/ 

3- Nitro- 1 -pentafluorophenylsulfonamidobenzene, 

4- Memoxy-l-pentafluorophenylsulfonamido-3-trifluorWethylbenzene, 
4-Methoxy-l-(N-(2-propenyl)pentafluorophenylsulfonaihido)benzene, 

1 -(N-(3 -Buteny Opentafluoropheny lsulfonamido)-4-metho ybenzene, 
4-Memoxy4-(N^4-pentenyl)pentafluorophenylsulfonamid^)benzene, 
l-(N-(2,3-Dihydroxypropyl)pentafluorophenylsulfonamido)-4-methoxybenzene, 
l-(N-(3,4-Dihydroxybutyl)pentafluorophenylsulfonamido)-4-n1ethoxybenzene, 
l.(N-(4,5-Dmydroxypentyl)pentafluoropheriy4sulfonamido)^-n*thoxy benzene, 
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1 .(N-(4-hWoxybuty l)pentafluorophenylsidfonamidoH- me ^ ox y beMene » 
4-Methoxy\-(NK5-hydroxypentyl)pentafluorophenyisulfon 

4-Methoxy-3-iaitro- 1 -pentafluoropheny Isulfonamidobenzene, 

3.Amino-4-metAoxy-l-pentafluoro^ 

5 4-Butoxy-l -penta^uorophenylsulfonamidobenzene, 

/s | l-Pentafluorophen^sulfon^ 

(j^ 4-Benzy loxy- 1 -pentafluoropheny Isulfonamidobenzene, 
Qjflffi 4-Methy Imercapto- 1 -pentafluoropheny Isulfonamidobenzene, 
2-Methoxy- 1 -pentafluorophenylsulfonamidobenzene, 
1 0 4- Ally loxy- 1 -pentafluoropheny Isulfonamidobenzene, 
1 -Pentafluoropheny lsulfonffliido-4-propoxybenzene, 
4-( 1 -Methy l)ethoxy- 1 -pentafWoropheny Isulfonamidobenzene, 

1- PentafluorophenylsulfonyloxVbenzene, 
1 -Pentafluoropheny lsulfony lindoie, 
1 -Pentafluoropheny lsulfony 1- 1 ,2,3U-tetrahy droquinoline, 

? p 2-Methoxy-5-pentafluorophenylsulfonamidopyridine, 

2- Fluoro- 1 -methoxy-4-pentafluorophtay Isulfinamide, 
4-terr-Butoxy- 1 -pentafluoropheny Isulfonamidobenzene, and 



6 2-Anilino-3-pentafluorophenylsulfonamMopyridine. 



* 48. The method of claim 47, wherein tha compound is chosen from: 
4-(N f N-Dimethy iamino)- 1 -pentafluorophenjflsulfonamidobenzene, 

3- (N,N-Dimethylamino)-l-pentafluorophenyl^fonamidobenzene, 
l^-Ethylenedioxy-4-pentafluorophenylsulfonamidobenzene, 

25 2-Hy droxy- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene, 

2- Fluoro- 1 -methoxy ^-pentafluoropheny Isulfonamidobenzene, 

4- Methoxy-l-pentafluorophenylsulfonamidobenzef 

3- Hydroxy- 1 -pentafluoropheny isulfonamidobenzene^ 

4- Hy droxy- 1 -pentafluorosulfonamidobenzene, 
30 1 ,2-Dimethyl-4-pentafluorophenylsulfonamidobenzene^ 

5- Pentafluorophenylsulfonamidoindole, 
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4-(N,N-Ditoethy lamino)- 1 -{N-methylpentafluoropheny lsulfonamido)benzene, 
4-Ethoxy- 1 ^entafluorophenylsulfonamidobenzene, 

3- Methoxy- 1 ^entafluorophenylsulfonamidobenzene, 
2-Bromo- 1 -mefihoxy -4-pentafluoropheny Isulfonamidobenzene, 
2-Chloro- 1 -meth^xy-4-pentafluoropheny Isulfonamidobenzene, 
2-Bromo-3-hydroiW-4-methoxy-l-pentafluoro^ 

2-Bromo-4-methox5E-5-hydroxy- 1 -pentafluoropheny Isulfonamidobenzene, 
1 .Bromo^fluoro-5-methoxy-2-pentafluoropheny Isulfonamidobenzene, 
2-Hydroxy- 1-methoxyWpentafluoropte monosodium salt, 

2-Hydroxy- l-methoxy-4pentafluorophenylsu^ monopotassium salt, 

2-Fluoro-l-methoxy-4-pe\tafluoro^ sodium salt, 

2- Fluoro-l-metho*y-4-pen^uoropheny isulfonamidobenzene; potassium salt, - 

4- Chloro- 1 -pentafluorophenwsulfonamidobenzene, and 

3- Amino-4-methoxy-l-pentaflu^ 

49. The method of claim 48, wherein the compound is: 
2-Hydroxy- 1 -methoxy-4-pentafludropheny Isulfonamidobenzene, 
2-Fluoro- 1 -methoxy-4-pentafluoroOTieny Isulfonamidobenzene, 

4- Methoxy- 1 -pentafluoropheny Isulfdnamidobenzene, 

1 ,2-Dimethy i-4-pentafluoropheny Isulibnamidobenzene, 

5- PentafluorophenylsulfonamidoindoleA 
4-Ethoxy- 1 -pentafluoropheny isulfonamidobenzene, 
2-Bromo- 1 -methoxy-4-pentafluoropheny ikilfonamidobenzene, 
2-Chloro- 1 -methoxy-4-pentafluoropheny isulfonamidobenzene, 
2-Bromo-3-hydroxy-4-methoxy- 1 -pentafluorophenylsulfonamidobenzene, 
2-Bromo-4-methoxy-5-hydroxy- 1 -pentafluoropheny Isulfonamidobenzene, 

1- Bromo-4-fluoro-5-methoxy-2-pentafluoropheWlsuJfonamidobenzene, 

2- Hydroxy- l-methoxy-4-pentafluoropheny Isulfonamidobenzene; monosodium salt, 
2-Hydroxy- ^l-methoxy-4-pentafluorophenylsulfontemudobenzene; monopotassium salt, 
2-Fluoro-l-methoxy -4-pentafluoropheny Isulfonamidobenzene; sodium salt, 
2-Fluoro-l-methoxy -4-pentafluoropheny Isulfonamidobenzene; potassium salt, or 



3-AmiV)-4-methoxy- 1 -pentafluorophenyisulfonamidobenzene. 

50. TheVnethod of claim 49, wherein the compound is 

2-Hyc^oxy-lV emo ^^P en ^ uorophenyl ^ on ^ dobenzene ' 
/\ I 5 2-Hyc^xy4-mWoxy^pentafluorophenylsdfonamidobenzene; monosodium salt, or 

^^j^ 2-Hydroxy-l-me^xy^pentafluorophenylsulfonaniidobenzene; monopotassium salt. 

5 1 . The method of\iaim 49, wherein the compound is 
2-Fluoro- 1 .memoxy^p\ntafluorophenylsixlfonarmdobenzene. 

10 

52. The method of claimV?, wherein the compound is 
2-Fluoro-l-memoxy^-pentaflu\rophenylsulfonaimdobenzene, sodium salt. 

S 53. The method of claim 49, whNerein the compound is 
[H 1 5 ' 2-Fluoro- 1 -memoxy^-r^ntafluoropr\nylsulfonamidobenzene, potassium salt. 

tsjsst 

54. The method of claim 43 wherein the disease state is atherosclerosis. 
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S 55. The method of claim 43 wherein the dfeease state is pancreatitis. 

56. The method of claim 43 wherein the disease state is hypercholesterolemia. 

57. The method of claim 43 wherein the disease We is hyperlipoproteinemia. 
25 58. The method of claim 43 wherein the compositions administered orally. 

59. The method of claim 43 wherein the subject is huma 

60. The method of claim 43 wherein the composition is adrnuii stered in combination with 
30 a therapeutically effective amount of a hypolipemic agent or a hypocholesterolemic agent that 

is not represented by formula I. 
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61. A compound having the formula I: 




or a phannaceutically acceptable salt thereof, wherein: 

10 Y is -S(Oy or -S(0 2 )-; and 
Z is NR'R 2 , wherein R 2 is ah optionally substituted aryl or heteroaryl group, and 

^ selected from 

hydrogen, 

substituted or unsubstituted\ci-C10)alkyl, 

11 5 substituted or unsubstituted (Ql -C 1 0)alkoxy , 
substituted or unsubstituted (C3\rC6)alkenyl, 
substituted or unsubstituted (C2-o;6)heteroalkyl, 
substituted or unsubstituted (C3-CdJheteroalkenyl, 
substituted or unsubstituted (C3-C6)idkynyl, 
substituted or unsubstituted (C3-C8)cycloalkyl, 
substituted or unsubstituted (C5-C7)cycbalkenyl, 

substituted or unsubstituted (C5-C7)cyclcVlkadienyl, 

substituted or unsubstituted aryl, 

substituted or unsubstituted aryloxy, 
25 substituted or unsubstituted aryl-(C3-C8)cycldalkyl, 

substituted or unsubstituted aryl-(C5-C7)cycloalkenyl, 

substituted or unsubstituted aryloxy-(C3-C8)cycltalkyl, 

substituted or unsubstituted aryl-(Cl-C4)alkyl, 

substituted or unsubstituted aryl-(Cl-C4)alkoxy, 
30 (^substituted or unsubstituted ary^lj^)heteroalkyl^ 

substituted or unsubstituted aryl-(C3-C6)alkenyl, 
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substituted or unsubstituted aryloxy-(Cl-C4)alkyl, 
substituted or unsubstituted aryloxy-(C2-C4)heteroalkyl, 
substitute! or unsubstituted heteroaryl, 
substituted^ unsubstituted heteroaryloxy, 
substituted ofSunsubstituted heteroaryi-{Cl-C4)alkyl, 
substituted or unsubstituted heteroaryl-(Cl-C4)alkoxy, 
substituted or unsubstituted heteroaryKCl-C4)heterbalkyl, 
substituted or unsubstituted heteroaryl-(C3-C6)alkenyl, 
substituted or uiisubstWd heteroaryloxy-(Cl-C4)alkyl, and 
substituted or ur^ubstituW heteroaryloxy-{C2-C4)heteroalkyl, 
wherein R» and R 2 may be connected by a linking group E to give a substituent of the formula 



15 wherein E represents a bond, (CUSA) alkylene, or (C1-C4) heteroalkylene, and the 

ring formed by R 1 , E, R 2 and the nitrogen contains no more than 8 atoms; 
provided that: 

^-^in the case that Y is -S(0 2 )-, and R 1 is hydrogen or methyl, then R 2 is substituted 

(^phenyl ol heteroaryl group; 
20 in the case that Y is -S(0 2 )- and R 2 \a ringsystem chosen from 1-naphthyl, 5- 

quinolyl, or 4-pyridyl, then either R» is not hydrogen )^ R 2 is substituted by at least one 
substituent that is not hydrogen; ^ 

in the case that Y is -S(0 2 )-, R 2 is phenyl, and R 1 ika propylene unit attaching the 

nitrogen of -NR l R 2 - to the 2- position of the phenyl ring in relation to the sulfonamide group 
25 to form a 1,2,3,4-tetrahydroquinoline system, and one or more olKthe remaining valences on 
the bicyclic system so formed is substituted with at least one^substituent that is not 
hydrogen; 

in the case that Y is -S(0 2 )- and R 2 is phenyl substituted wiu\ 3 -(1 -hydroxy ethyl), 
3-dimethylamino, 4-dimethylamino, 4-phenyl, 3-hydroxy, 3-hydroxy-4-diethylaminomethyl, 
30 3,4-methylenedioxy, 3,4-ethylenedioxy, 2-(l-pyrrolyl), or 2-methoxy-^(l-morpholino), 
then either R l is not hydrogen or when R> is hydrogen, one or more of the remaning valences 
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on the phenVl ring of R 2 is substituted with a substituent that is not hydrogen; 

in tHe case that Y is -S(0 2 )- and R 2 is 2-methylbenzothiazol-5-yl, 
6-hydroxy-Xmethyl-pyrimidin-2-yl, 3-carbomethoxy py razin-2-y 1, 
5-carbomethoxypyrazin-2-yl, 4-carboethoxy-l-phenylpyrazol-5-yl, 3-methylpyrazol-5-yl, 
4-chloro-2-methyltWopyrimidin-6-yl, 2-trifluoromethyl-l,3,4-thiadiazol-5-yl, 5,6,7,8- 
tetrahydro-2-naphthy 1, Vmethy tthiazol-2-yl, 6,7-dihydroindan-5-yl, 7-chloro-5-methyl- 1 ,8- 
naphthyridin-2-yl, 5,7-dirnethyl-l,8-naphthyridin-2-yl, or 3-cyanopyrazol-4-yl, then R 1 is a 
group other than hydrogen; \ 
wherein said compound has pharmacological activity. 

62. The compound of claim 61 /wherein R 1 is hydrogen or lower alkyl, Y is -S(0 2 )-, and 
there is no linking group E between R 1 and R 2 . 

63. The compound of claim 62, wherein R 1 is hydrogen or methyl and R 2 is substituted 
phenyl, wherein the substituents on R 2 \ ranging in number from one to four, are 
independently chosen from lower alkyl, hydroW, lower alkoxy, amino optionally substituted 
with one or two lower alkyls, optionally substituted arylamino, optionally substituted 
heteroarylarnino, optionally substituted phenoxy, arid halogen. 

64. The compound of claim 63, wherein R l is hydrogen and R 2 is substituted phenyl, 
wherein the substituents on R 2 are independently chosen from amino, (lower)alkylamino, and 
di(lower)alkylamino, and are located at one or more of positions 3- and 4- of the phenyl ring, 
in relation to the sulfonamido group. \ 

25 65. The compound of claim 64, wherein the compound is \ 

4- {iV, JV-Diethylamino)-l -pentafluorophenylsulfonamidobenzene, or\ 

4 - Amino- 1 -pentafluorophenylsulfonamidobenzene. \ 

66. The compound of claim 62, wherein R> is hydrogen, and R 2 is phenyl substituted at 
30 positions 3- and 4-, in relation to the sulfonamido group, with a divalent rrioiety that forms a 

5- or 6- membered ring together with carbons 3- and 4- of the phenyl ring. \ 
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67. The compound of claim 66, wherein the divalent moiety is: -C=CNH-, or -C=NNH-. 

68. The compound of claim 67, wherein the compound is 5- 
Pentafluorophenyisuifoinamidoindazole or 5-Pentafluorophenylsulfonamidoindole. 

69. The compound of churn 63, wherein R l is hydrogen, and the substituents on R 2 are 
independently selected from halogen, hydroxy, lower alkyl, lower alkoxy, amino, 
(lower)alkyiamino, and diOowertalkylamino. 

70. The compound of claim 69, wherein the substituents on R 2 are independently selected 
from bromo, chloro, fluoro, hydroxy, methoxy, ethoxy, amino, or dimethylamino: 

71. The compound of claim 70, wherein\he substituents on R 2 are independently selected 
from bromo, chloro, fluoro, hydroxy, methoxy, and ethoxy. 

72. The compound of claim 71, wherein th\ substituents on R 2 are at one or more of 
positions 3- and 4- of the phenyl ring, in relation to Vie sulfonamido group. 

73. The compound of claim 72, wherein R 2 is monofiubstituted phenyl. 

74. The compound of claim 73, wherein the compound & 
4-Methoxy- 1 -pentafluorophenylsulfonamidobenzene, \ 

3- Hydroxy- 1 -pentafluorophenylsulfonamidobenzene, \ 

4- Hydroxy-l -pentafluoropheny lsulfonamidobenzene, \ 
4-Ethoxy- 1 -pentafluoropheny lsulfonamidobenzene, \ 
3-Ethoxy-l -pentafluoropheny lsulfonamidobenzene, or \ 
3-Methoxy- 1 -pentafluoropheny lsulfonamidobenzene. \ 

75. The compound of claim 73, wherein the compound is \ 
3-Chloro- 1 -pentafluoropheny lsulfonamidobenzene, or 
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4-Chloro\l -pentafluorophenylsulfonamidobenzene. 
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76. The compound of claim 72, wherein R 2 is disubstituted phenyl. 

77. The compound of claim 76, wherein the compound is 
1 ^-Dimemoxy-4-peirtafluoropheny Isulfonamidobenzene, 
2-Hydroxy- 1 -memoxy^pentafluorophenylsulfonarnidobenzene, 
1^-Dmydroxy^pentaflVrophenylsulfonamidobenzene, 

2-Hydroxy4-memoxy^peBtafluorophenyls\jlfonann^obenzene, monosodium salt, or 
2-Hydroxy- l-memoxy^-penWuorophenylsulforiarrudobenzene, monopotassium salt. 
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78. The compound of\ claim 76, wherein the compound 
2-Fluoro-l -memoxy-4-pentafluoroplienylsulfonamidobenzene, 

2-Bromo- 1 -memoxy-4-pentafluorophenylsulfonarnidobenzene, 
2-Chloro- 1 -memoxy-4rpentafluorophenWsulfonamidobenzene, 
2-Fluoro-l-methoxy-4-rjentafluorophenylsYfonamidobenzene, sodium salt, or 
2-Fluoro-l-methoxy-4-pentafiuoropheny Isulfonamidobenzene, potassium salt. 

79. The compound of claim T7, wherein the compound 
2-Hydroxy- 1 -methoxy-4-pentafiuoropheny IsulfonWidobenzene, or 
2-Hydroxy-l-memoxy-4-r»ntafluorophenylsulfonaniidobenzene, monosodium salt. 



80. The compound of claim 78, wherein the compound is 
2-Fluoro- 1 -memoxy-4-pentafluorophenylsulfonamidobeKzene, or 

25 2-Fluoro- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene, sodium salt. 

8 1 . The compound of claim 80, wherein the compound is 
2-Fluoro- 1 -methoxy-4-pentafluorophenylsulfonamidobenzene. 



30 82. The compound of claim 80, wherein the compound is 

2-Fluoro- l-methoxy-4-pentafluorophenylsulfonamidobenzene, sodium salt. 



91 



83. The compound of claim 72, wherein R 2 is trisubstituted phenyl. 

i 84. The compound of claim 78, wherein the compound is 

(Lis 2-Bromo.l-methoW-4.pentafluoro P henyl S ulfonamidoben Z ene, or 
Cj0*T 2-Chloro-l -memoxy^penWuorophenylsulfonamidobenzene. 

j \r £Q wherein the compound is 

85. The compound dl claim c-y, wnerem ^ r 

1^-DimemyW-pentafluorophenyB^onarnidobenzene. 
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86. The compound of cVim 63, wherein the compound is 
3-Phenoxy4-pentafluorophenylsulfonarrndobenzene. 



87. The compound of claim 62, wherein^ 2 is a phenyl ring substituted by a heterocyclic 
H 15 group at the 4- position, in relation to the sulfonWdo group. 



88. The compound of claim 74 A wherein the compound is 
C 4.Methoxy-l-pentafluorophenylsulfonamidobenzene. 
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89. The compound of claim 61, wherein R* and R 2 areNxovalently joined in a moiety that 
forms a 5- or 6- membered heterocyclic ring with the nitrogenatom of NR»R 2 



90. The compound of claim 89, wherein R> is a -CH=CH- gr\)up linked to the 2- position 
of the R2 phenyl group, in relation to the sulfonamide grou^, forming an optionally 

25 substituted indole. 

91. The compound of claim 90, wherein the\ compound is 
l-(Pentafluorophenylsulfonyl)indole. 

30 92. The compound of claim 89, wherein R« is a -(CH 2 ) 3 - group linked to\he 2- position 
of the R 2 phenyl group, in relation to the sulfonamido group, forming a\ optionally 
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substituted 1 ,2,3 ,4-tetrahydroquinoline. 



93 . The compound of claim 6 1 , wherein the compound is 
2-Hydroxy-l-memoxy>^[N^5-hydroxypen^ 
5 4-Mcthoxy- 1 -(NK2-ptopd^pentafluoropheny isulfonamidojbenzene, 
Q\ 4-Memoxy-l-|>K4-pentenyl)pe^ 
l-CN-(2^-Dihydroxypropyl) 

pentaSuorophenylsulfonamido]-4-methoxybenzene, 
l-(>H3,4-Dmydroxybutyl)pentafluor^ 
l-(>H4,5-Dmy&oxypentyl)pentafluoropI^ 
1 0 1 -|>H4-hyatoxybutyl)pentafluorophenylsu^ or 
4-Methoxy- 1 -[N^S-hydroxypentyOpentafluorop^nylsulfonamidoJbenzene. 

yj 94. The composition of any of claim 1-42, or a\ethod of any of claim 43-60, or a 
%i compound of any of claim 61-93, wherein the compouh^ regulates LDL receptor gene 
rlpf expression. 
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